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<151> 2000-01-18 

<160> 2 

<170> Patentln Ver. 2.1 

<210> 1 
<211> 930 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence : synthetic gene 
expressing HIV integrase 

<220> 

<221> CDS 

<222> (27) . . (899) 

<220> 

<221> misc_signal 
<222> (24) . . (30) 
<223> Kozak sequence 

<400> 1 

atcactagca acctcaaaca gacacc atg gga ttc ctg gac ggc att gac aag 53 

Met Gly Phe Leu Asp Gly lie Asp Lys 
1 5 
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get cag gag gag cac gag aag tac cac teg aat tgg egg gee atg gee 101 
Ala Gin Glu Glu His Glu Lys Tyr His Ser Asn Trp Arg Ala Met Ala 
10 15 20 25 



tec gac ttc aac ctg cca ccc gtc gtc get aag gag ate gtt get age 149 
Ser Asp Phe Asn Leu Pro Pro Val Val Ala Lys Glu He Val Ala Ser 
30 35 40 



tgc gac aag tgc cag ctg aaa ggc gag get atg cac ggg cag gtt gat 197 
Cys Asp Lys Cys Gin Leu Lys Gly Glu Ala Met His Gly Gin Val Asp 
45 50 55 



tgc tct ccc ggc ate tgg cag etc gac tgt act cac ctg gag ggc aag 245 
Cys Ser Pro Gly He" Trp Gin Leu Asp Cys Thx His Leu Glu Gly Lys 
60 65 "7 0 



gtc ate ctg gee gec gtg cac gtg gec tct ggt tac ate gag get gag 293 
Val He Leu Val Ala Val His Val Ala Ser Gly Tyr He Glu Ala Glu 
75 80 85 

gtc ate cct gca gag act ggc cag gag act gec tat ttc ctg ctg aaa 341 
Val He Pro Ala Glu Thr Gly Gin Glu Thr Ala Tyr Phe Leu Leu Lys 
90 95 100 105 



ctg gec ggc egg tgg cct gtg aag aca gtg cac aca gat aac ggc tec 3B9 
Leu Ala Gly Arg Trp Pro Val Lys Thr Val His Thr Asp Asn Gly Ser 
110 115 120 

aac ttc acc tec acc act gtg aag get gec tgc tgg tgg get ggg ate 437 
Asn Phe Thr Ser Thr Thr val Lys Ala Ala Cys Trp Trp Ala Gly He 
125 130 135 

aag cag gag ttc ggg ate ccc tat aac cca cag tct cag ggc gtg ate 485 
Lys Gin Glu Phe Gly He Pro Tyr Asn Pro Gin Ser Gin Gly Val He 
140 145 150 



gaa tec atg aac aag gag ctg aag aag ate ate ggc cag gtt egg gac 533 
Glu Ser Met Asn Lys Glu Leu Lys Lys He He Gly Gin Val Arg Asp 
155 160 165 



cag gca gag cac ctg aag act gca 
Gin Ala Glu His Leu Lys Thr Ala 
170 . 175 

aac ttc aag cga aag ggc ggc ate 
Asn Phe Lys Arg Lys Gly Gly He 
190 



gtg cag atg gec gtg ttc ate cac 581 
Val Gin Met Ala Val Phe He His 
1B0 185 

ggt ggc tac tea gec ggc gag egg 629 
Gly Gly Tyr Ser Ala Gly Glu Arg 
195 200 
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acc gtg gac ate ate gec act gac ate cag acc aaa gag ctg cag aag 677 
lie val Asp lie lie Ala The Asp lie Gin Thr Lys Glu Leu Gin Lys 
205 210 215 

cag ate acc aag ate cag aac ttc cgt gtg tac tac egg gac tec egg 725 
Gin lie Thr Lys lie Gin Asn Phe Arg Val Tyr Tyr Arg Asp Ser Arg 
220 225 230 

gac cct gtg tgg aag ggc cct gec aag ctg ctg tgg aag ggc gag ggc 773 
Asp Pro Val Trp Lys Gly Pro Ala Lys Leu Leu Trp Lys Gly Glu Gly 
235 240 245 

gec gtg gtc att cag gac aac tct gac ate aag gtt gtg ccc agg cgc 821 
Ala val Val lie Gin Asp Asn Ser Asp lie Lys val val Pro Arg Arg 
250 255 260 265 

aag gee aag att ate egg gac tac ggc aag cag atg get ggc gac gac 869 
Lys Ala Lys lie lie Arg Asp Tyr Gly Lys Gin Met Ala Gly Asp Asp 
270 275 280 

tgt gtg gee tct cgt caa gat gag gac taa gtccaactac taaactgggg 919 
Cys Val Ala Ser Arg Gin Asp Glu Asp 
285 290 

gatattatga t 930 



<210> 2 
<211> 290 
<212> PRT 

<213> Artificial Sequence 

<223> Description of Artificial Sequence: synthetic gene 
expressing HIV integrase 

<400> 2 

Met Gly Phe Leu Asp Gly lie Asp Lys Ala Gin Glu Glu His Glu Lys 

15 10 15 

Tyr His Ser Asn Trp Arg Ala Met Ala Ser Asp Phe Asn Leu Pro Pro 

20 25 30 

Val Val Ala Lys Glu He Val Ala Ser Cys Asp Lys cys Gin Leu Lys 

35 40 45 

Gly Glu Ala Met His Gly Gin Val Asp Cys Ser Pro Gly He Trp Gin 

50 55 60 

Leu Asp Cys Thr His Leu Glu Gly Lys Val lie Leu Val Ala Val His 
65 70 75 80 

val- Ala Ser Gly Tyr He Glu Ala Glu Val lie Pro Ala Glu Thr Gly 
85 90 95 
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Gin Glu Thr Ala Tyr Phe Leu Leu Lys Leu Ala Gly Axg Trp Pro Val 

100 105 110 

Lys Thr Val His Thr Asp Asn Gly Ser Asn Phe Thr Ser Thr Thr Val 

115 120 125 

Lys Ala Ala Cys Trp Trp Ala Gly lie Lys Gin Glu Phe Gly lie Pro 

130 135 140 

Tyr Asn Pro Gin Ser Gin Gly val lie Glu Ser Met Asn Lys Glu Leu 
145 ISO 155 160 

Lys Lys lie He Gly Gin Val Arg Asp Gin Ala Glu His Leu Lys Thr 

165 170 175 

Ala Val Gin Met Ala Val Phe He His Asn Phe Lys Axg Lys Gly Gly 

180 185 190 

He Gly Gly Tyr Ser Ala Gly Glu Arg He Val Asp He He Ala Thr 

195 200 205 

Asp He Gin Thr Lys Glu Leu Gin Lys Gin He Thr Lys He Gin Asn 

210 215 220 

Phe Arg val Tyr Tyr Arg Asp Ser Arg Asp Pro val Trp Lys Gly Pro 
225 230 235 240 

Ala Lys Leu Leu Trp Lys Gly Glu Gly Ala Val Val He Gin Asp Asn 

245 250 255 

Ser Asp He Lys Val Val Pro Arg Arg Lys Ala Lys He He Axg Asp 

260 265 270 

Tyr Gly Lys Gin Met Ala Gly Asp Asp Cys Val Ala Ser Arg Gin Asp 
275 280 285 

Glu Asp 
290 



[HI] »&*58»«lfc*JBv>&, 2 9 3 T||fii:filt5HI V-l I 
NO-iSttf8i(D9X7i'>?D7f >y»tt*StHT*5. 2 9 3 T *ffl fl& 

X7i^ya ><D4 1 %^)SDS, 1 mM(D P M S F ^ ffl^Tllga 

ffl^^f^^l/:, 0/i gt«fctiB»lll**PAGEI:io 

T # K L , PVDFlt:yD 7 f-{>^Lf; 0 H I V - M >f^7-tl:St 

- > 1 , 2. 5 n g^Ii^l)J:^gSH is^lHIV-lOT^^-t' 
(HT-IN) £^fro * <D m <D V - > \* , ^*<D«TOT p ^X^K^H^>X 
7x^y3>l^i£0ftffi«)^t^ e V - > 2 , p C E P 4 ; U - > 3 , pCE 
P - I N ; U - > 4 , pCEP-IN-CTE;U->5, pCEP-IN-R 
RE+pEF-cREV;U->6, p C M V - I N s . 

[ B 2 ] &«16f OEJi|ftJ;tfil6STHT*S. (A) p N L 4 - 
3 <£> H I V - l^>9-?7-V*n-\z-?Z>&j%DNA<DEim$:^'T. 7 ^ 7 St 
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. iiRiteSffi^Tif^t. (b> &&mfcT<DffimzmMm\z*k-rmT-&z> 

. ^Trog^^it. (3-^nb:>mRNAE&*CD5 / #mmm.m ( 

UTR) . Me t-Gl yy^^f K, *3<t^-r>T-^^-1fO^--^ , >U-T f 
•f >^71/-A (ORF) „ -f>fy7-t^>/^S©*©3 0«F^'f>J 
* T „ -T <t to % . > ? >i7>'^>^- ; E^-7 (HHCC) . mm^i T . £> <fc D 

[S3] fifEIEf*^H I V - 1 I N if ^^C^If 5 2 9 3 T i« 
CO«tBfla^<75^XX^>yn-y^'r > 4 S t @ T * 4 „ 2 9 3 T|Jg$ p C 

MV - I N i fF7>77i^y 3 > L , SSSlil^ A-f ^D7-f y>BT 

» #? u fc . mmttom® (m?>/*?nmious) ^PAGECioi^nii, 

PVDFKC^Dyf-f > L- . H I V - W>'f^7--lfi:^t5#'Ji'n 

. 5ngO||AHI sIlHI V-H>f j'J-K; 2 9 3 T *ffl 

SSWjfitti^; k — > 3 . I NS«tl:58St4 2 9 3 TMfi ( 2 9 3 T - I N s 
) <D tU « . 

[04] yDt-^<75^^U-^-^«jgSffl^fcf>T-^5--tfffi140^ 
Hi (DIPR) £ ^ "Tia T & -5 . 0 4 A - C , yD^-^CDfr^UzP-^jte 
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[01] 

12 3 4 5 6 

66 kDa- 
46fcDa_ 




21kDa_ 



u -> : 1.2.5 ngHT-IN 

2. pCEP-4 

3. pCEP-IN 

4. pCEP-IN-CTE 

5. pCEP-IN-RRE + pEF-cRev 

6. pCMV-IN s 
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im 3 ] 

1 2 3 

66 kDa — 

46 kDa : 



30 kDa 



L->: 1. 2.5 ngHT-IN 

2. 293T 

3. 293T-IN S 
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Present claim 3 relates to a detection method using as the substrate a 
product defined in claims 17 to 26. However, present claim 17 (and 
dependent ones) relates to products defined by reference to a desirable 
characteristic, namely being expressed at a level to provide detectable 
activity of the wild-type function of the expressed retroviral protein in 
the eukaryotlc cell. 

The clafm covers all products having this characteristic, whereas the 
application provides support within the meaning of Article 6 PCT and/or 
disclosure within the meaning of Article 5 PCT for only a very limited 
number of such products. In the present case> the claims so lack support, 
and the application so lacks disclosure, that a meaningful search over 
the whole of the claimed scope is impossible. Independent of the above 
reasoning, the claims also lack clarity (Article 6 PCT). 

An attempt is made to define the product by reference to a result to be 
achieved. Again, this lack of clarity In the present case 1s such as to 
render a meaningful search over the whole of the claimed scope 
impossible. Consequently, the search could only be carried out for those 
parts of the claims which appear to be clear, supported and disclosed, 
namely those parts relating to the product wherein , as described in 
claim 18 and more specifically in the description page 13 line 11 to 14 
line 1, a synthetic HIV-1 integrase gene wherein the GC code content 
would be increased up to B9%. 

The applicant's attention Is drawn to the fact that claims, or parts of 
claims, relating to Inventions 1n respect of which no International 
search report has been established need not be the subject of an 
International preliminary examination (Rule 65.1(e) PCT). The applicant 
is advised that the EPO policy when acting as an International 
Preliminary Examining Authority is normally not to carry out a 
preliminary examination on matter which has not been searched. This is 
the case irrespective of whether or not the claims are amended following 
receipt of the search report or during any Chapter II procedure* 
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